Observational and ecological studies are generally used to determine the presence of effect of cancer risk-modifying factors. Researchers generally agree that environmental factors such as smoking, alcohol consumption, poor diet, lack of physical activity, and low serum 25-hdyroxyvitamin D levels are important cancer risk factors. This ecological study used age-adjusted incidence rates for 21 cancers for 157 countries (87 with high-quality data) in 2008 with respect to dietary supply and other factors, including per capita gross domestic product, life expectancy, lung cancer incidence rate (an index for smoking), and latitude (an index for solar ultraviolet-B doses). The factors found to correlate strongly with multiple types of cancer were lung cancer (direct correlation with 12 types of cancer), energy derived from animal products (direct correlation with 12 types of cancer, inverse with two), latitude (direct correlation with six types, inverse correlation with three), and per capita gross national product (five types). Life expectancy and sweeteners directly correlated with three cancers, animal fat with two, and alcohol with one. Consumption of animal products correlated with cancer incidence with a lag time of 15-25 years. Types of cancer which correlated strongly with animal product consumption, tended to correlate weakly with latitude; this occurred for 11 cancers for the entire set of countries. Regression results were somewhat different for the 87 high-quality country data set and the 157-country set. Single-country ecological studies have inversely correlated nearly all of these cancers with solar ultraviolet-B doses. These results can provide guidance for prevention of cancer.
Introduction
Cancer is one of the leading causes of disease and death worldwide. In 2008, an estimated 12.66 million new cases of cancer occurred, excluding nonmelanoma skin cancer, and 7.56 million cancer deaths (approximately 13% of all deaths) [1] . The most frequent types were lung, prostate, colorectal, stomach, and liver cancer for men, and breast, colorectal, cervix uteri, lung, and stomach cancer for women. However, in the United States in 2011, cancer deaths accounted for 23% of all deaths [2, 3] .
Although much of the war on cancer emphasizes early detection and treatment, the burden of cancer will remain high unless the primary risk factors for cancer are understood and addressed. A general understanding exists of many of the cancer risk-modifying factors; for example, according to the World Health Organization (WHO) [4] .
About 30% of cancer deaths are due to the five leading behavioral and dietary risks-high body mass index, low fruit and vegetable intake, lack of physical activity, tobacco use, and alcohol use.
• Tobacco use is the most important risk factor for cancer, causing 22% of global cancer deaths and 71% of global lung cancer deaths.
• Cancer-causing viral infections such as hepatitis B and C viruses and human papillomavirus are responsible for up to 20% of cancer deaths in low-and middle-income countries.
expectancy greater than 60 years for males in 1990. I apportioned the cigarette consumption data to males and females in proportion to the male-female balance of lung cancer incidence rates in each country in 2008. The index used for socioeconomic status is GDP per capita for 1999 from the International Monetary Fund [27] . Data were available for 143 countries. However, the analyses omitted data for one country, Brunei, since the high per capita GDPs for this country were acquired recently and probably have not been shared with many in the country's population, such as guest workers. I considered two other sets of data: International Monetary Fund data for 1989 [27] and CIA values for 2008 [28] . Among concerns regarding the 1989 data is that many countries were not included, in part since they were not independent countries then, and that 1989 was 19 years before the cancer incidence data. One problem with the 2008 data is that the data are for the same year as for cancer incidence rates. However, GDP per capita for the year of cancer incidence could reflect cancer screening rates for breast, colorectal, and prostate cancer.
The analyses also used latitude of the approximate center of population of each country. This index is considered an index of annual solar UVB doses.
I obtained life expectancy data for males in 1990 for 151 countries from World Health Statistics [19] . For some cancers, cancer rates correlated with life expectancy for countries with life expectancy greater than 60 years.
I analyzed the countries in three different sets: the entire set (157 countries); that for countries with life expectancy of 60 years or greater for males in 1990 (100 countries); and countries with high-quality data in 2001 and 2002 for causes of death according to [15, 19] , along with life expectancy greater than 60 years for males in 1990 (87 countries). I estimated cancer incidence rates for the remaining 70 countries from data for countries with high-quality data [20] . Thus, rates are not entirely independent of rates in countries with high-quality data; however, values for risk-modifying values should be independent. When the incidence rate was zero, I omitted the value. KaleidaGraph [29] created the graphs.
I ran regression analyses by using IBM SPSS Statistics 20 (Armonk, New York, NY, USA). The analyses included various combinations of risk-modifying factors for each type of cancer and for both sexes. I eliminated those factors with large p values and reran the regression. For factors that had two or more sets of data for various years, such as animal products, cereals, and sweeteners, I used pairs of data to see which had the stronger correlation. This was a useful step since not all countries had values for each year. When multiple linear regression analysis found significantly correlated factors, I ran each factor in a linear regression analysis to see whether each was independently significantly correlated with cancer incidence rates and with the same direction (direct or inverse) since the factors are highly correlated and can interfere with each other. The final analysis omitted those not independently correlated. Table 1 lists cross-correlation coefficients for various risk-modifying factors for the 87 countries with high-quality data. Most factors are highly correlated with each other, except sweeteners. Latitude is highly correlated with energy from animal products (0.74 < r < 0.79). Cereals are inversely correlated with all other factors. Table 2 gives regression results for the set of 87 high-quality countries. Significant results emerged for 21 cancers as well as all and all less lung cancer for countries with high-quality data. The regression found no significant results for esophageal, gallbladder, and stomach cancer. Table 3 gives regression results for all 157 countries. The regression results for the 100 countries with male life expectancy greater than 60 years in 1990 were similar to those for the other two sets of countries (data not shown). Table 4 gives the numbers of cancers significantly correlated with each risk-modifying factor for the two sets of countries. Four factors have significant correlations with a reasonable number of cancer types: lung cancer, energy derived from animal products, latitude, and GDP. Alcohol supply is associated only with colorectal cancer.
Results
The results for animal product energy show that data for 1990 have the most high-significance correlations with cancer incidence, indicating about a 15-to 20-year lag between diet and cancer incidence. Prostate cancer has the longest lag, 28 years.
Life expectancy is significantly associated with several cancers: brain and colorectal cancer, leukemia, and multiple myeloma.
Latitude is directly correlated with several cancers: bladder, brain, kidney, lung (females), melanoma, and Hodgkin's lymphoma, and inversely correlated with cervical, lip, and thyroid cancer. Latitude is generally not found significantly correlated with cancer incidence rates if animal product energy is; this is the case for 11 cancers. Both animal product energy and latitude were significantly correlated for only two cancers: brain and kidney cancer. Evidently when energy from animal products is significantly correlated with cancer incidence rates, it overwhelms the effect of latitude.
Lung cancer was directly correlated with cigarette consumption per capita for both sexes as well as animal fat in 1993 and latitude.
The regression results for all cancer less lung cancer for both males and females for high-quality countries found a significant correlation between energy derived from animal products and lung cancer. Alcohol and latitude were also directly correlated with all cancer less lung cancer for females, whereas cereals were inversely correlated.
Discussion
The lag of 15-20 years between energy derived from animal products is supported from studies of cancer trends in countries undergoing nutrition transitions: 15-27 years for colon cancer mortality rates in Japan [30] , 20-31 years for breast cancer mortality rates in Japan [18] , and 10 years for mortality rates for several cancers in several Southeast Asian countries [19] . Studies reporting early-life effects on risk of prostate cancer [31, 32] support the finding of 28 years for prostate cancer.
Other evidence supporting the role of energy derived from animal products as important risk factors includes the finding that Seventh Day Adventists, who generally are lacto-ovo vegetarians who do not smoke or drink alcohol excessively, have lower cancer rates than do others living in the same region [33] [34] [35] . Meat consumption has been recognized as a risk factor for cancer since at least the early 20th century. A study of cancer rates in different ethnic groups in Chicago from 1900 to 1907 found that "heavy meat eaters-Germans, Irish, Scandinavians-apparently had high rates of cancer mortality, but pasta-consuming Italians and rice-eating Chinese had low rates. Though the survey was crude, it was more thorough than many of its kind (it studied some 4600 cases over a seven-year stretch from 1900 to 1907). Its conclusions concerning the potential risk of eating too much meat crudely anticipated those of many experts eighty years later" [36, 37] .
The present study as well as other ecological studies found dietary animal products associated with increased risk of chronic diseases. McCarty noted that several cancers increased in frequency in Asia, in southern Europe, and among African Americans in the 20th century after the increase in dietary animal products: breast, colon, kidney ovary, pancreas, and prostate [38] . A recent ecological study of trends of Alzheimer's disease rates in Japan correlated meat and animal products with a 15-to 25-year lag between dietary changes and prevalence of Alzheimer's disease [39] . Iron was also suggested as a link for that finding.
Mechanisms linking animal products to risk of cancer probably include increased production of insulin, insulin-like growth factor 1, and sex hormones: "Epidemiological evidence is accumulating and suggests that the risk of cancers of the colon, pancreas, endometrium, breast and prostate are related to circulating levels of insulin, (insulin-like growth factor 1), or both" [40] . Also, iron in meat may be a risk factor for cancer through increased production of free radicals and increased oxidative stress and DNA damage [41] .
The correlation of energy from animal products with risk for a number of common cancers observed in this study may meet with some skepticism, inasmuch as, in prospective or case-control studies conducted in Western countries, such a correlation is rarely reported. Correlations with red meat or flesh foods cooked in high heat occasionally emerge (possibly reflecting an impact of heme iron, mutagens, or saturated fat), but animal products per se are rarely incriminated in such studies. A possible explanation may be that a moderate degree of essential amino acid restriction is required for down-regulation of IGF-I, mTORC1 activity, or other yet-unknown factors which act as cancer promoters [42, 43] . Such restriction may be achievable with a vegan diet of moderate protein content, but diets that incorporate meaningful quantities of high-quality animal protein would presumably be too high in essential amino acids to down-regulate cancer promotional activities. And even vegans in Western countries often have an ample intake of isolated soy protein, which is of intermediate quality and capable of boosting IGF-I levels [44, 45] . So only a tiny fraction of people in Western societies are likely to achieve a degree of essential amino acid restriction capable of modulating cancer risk-and most of these are only vegan for a portion of their life span. Varying protein intake within the range typical of Western societies may have little impact on cancer promotional activities.
Latitude
Several previous multicountry ecological studies interpreted findings of an index for annual solar UVB dose, which is strongly inversely correlated with latitude, as an index of vitamin D production. Such studies found inverse relations between that index and incidence rates for a number of types of cancer. Those cancers included bladder [46] , brain [47] , breast [48] , colorectal [49] , endometrial [50] , kidney [51] , lung [52] , ovarian [53] , pancreatic cancer [54] , and leukemia [55] . However, under the Bonferroni principle (p must be < 0.05/n, where n is the number of factors for significance to be claimed), the UVB index was significantly correlated with only bladder, brain, kidney, and lung cancer. This study confirmed these findings.
As to why this study did not find more cancers to have significant increases with increasing latitude, it appears that if animal products are significantly correlated with cancer incidence rates, it is less likely that latitude is. This seems to be the case for breast, corpus uteri, ovarian, and pancreatic cancer. For kidney cancer, when energy from animal products is included, the correlation for latitude is lower than when cereals are included.
In single-country studies, latitude is often a good index of solar UVB doses [56] [57] [58] . However, in the United States, considerable asymmetry exists in solar UVB doses owing to the geography [59] . However, the interpretation of latitude as an index of vitamin D production globally is questionable. The primary reason is that skin pigmentation varies with solar UV doses where people have lived for many generations [60, 61] so that serum 25-hydroxyvitamin D [25(OH)D] levels do not vary much globally. Three reviews found that country mean serum 25(OH)D levels are near 50 nmol/L in nearly every country [62] [63] [64] . The nearly constant serum 25(OH)D with respect to latitude is reasonable since if large differences existed, risk of vitamin D-sensitive diseases would vary considerably with respect to latitude. A pronounced increase of multiple sclerosis prevalence occurs with increasing latitude [65] . One study inversely correlated both solar UV dose and vitamin D with risk of multiple sclerosis [66] .
The inverse correlation for cervical cancer can be understood in terms of higher risk of infections at low latitudes, and that for lip cancer in that UVB is a risk factor for lip cancer [22] .
An alternative interpretation of latitude is that it may be an index of various modeled and/or unmodeled factors such as infection, living in urban regions, and eating processed food. For example, Toxoplasma gondii infection rates increase with latitude, and T. gondii is a risk factor for brain cancer [67] .
GDP
Studies have often correlated per capita GDP with increased risk of chronic diseases, such as cancer [6] and diabetes [68] . Several possible reasons may account for why cancer rates are higher in countries with higher GDP: more time spent indoors, less time engaged in physical exercise [69] , greater consumption of processed foods [70] , greater life expectancy [71] , more chemical pollution exposure, and reduced risk of infectious diseases [72, 73] .
Life Expectancy
Cancer risk does increase with life expectancy for most cancers in this study, such as breast and colorectal cancer (see Figure 1) . However, life expectancy is significantly correlated with only three cancers: brain cancer, leukemia, and multiple myeloma. Why life expectancy is not significantly correlated with other cancers in this study is unclear. Table 5 lists journal papers supporting the findings in Tables 2 and 3 . Findings from this ecological study generally agree with the journal literature for most factors for most cancers studied. Some results in the journal literature were not supported in this study, such as alcohol for several cancers, animal products for colorectal cancer, and latitude for many cancers. These failures indicate that such ecological studies can identify only up to three or four cancer risk-modifying factors as having significant correlations with cancer incidence rates in the best model for the particular cancer. Thus, findings by such ecological studies do not offer evidence that nonsignificant risk-modifying factors are not related to cancer risk, just that they seem less important than other factors.
Individual Cancers
This study found no significant results for esophageal, gallbladder, and stomach cancer. Esophageal and stomach cancer have infections as important risk factors (see Table 5 ).
Studies have inversely correlated white meat [74] and fish [75] with risk of liver cancer, whereas other studies directly correlated liver cancer risk with intake of red and processed meat [74, 75] .
The directly correlation of latitude with melanoma risk is related to skin pigmentation. Melanoma incidence rates for people living in their ancestral homelands below 35° latitude are very low (mean value, ~2 cases/100,000/year) but rise rapidly at higher latitudes (regression mean, ~14 for >60° latitude). The main reason for this latitudinal variation is variation in skin pigmentation, which has adjusted for protection against adverse effects of solar UV while permitting adequate production of vitamin D [56] . Australia and New Zealand have the highest melanoma incidence rates and are populated primarily by people who can trace their ancestry to northern Europe. GDP's direct correlation with melanoma incidence rates may be related to increased travel to sunny locations for those living in the wealthiest countries. Studies in Norway and the United States have correlated air travel with risk of melanoma [76, 77] . 
Strengths and Limitations of This Study
Ecological studies such as those reported here have several strengths and limitations. Strengths include that such ecological studies involve many cases, permitting investigation of many cancers and consideration of many factors. Also, since data exist for several indices of cancer risk-modifying factors over many years, ecological studies can investigate the effect of delay between risk-modifying factor and cancer incidence.
Limitations include that the data are for country populations as a whole, so values for risk-modifying factors may not accurately reflect risk factors on individuals who develop cancer. For example, solar UVB doses vary widely in mid-latitude countries with large latitude ranges. Also, dietary intake varies widely by individual. Further, dietary supply data are based on food that enters the consumer supply and does not account for waste, loss, and spoilage. This study assumes that consumption rates are a similar fraction of consumer supply for each country, probably around 70%. Also, country-averaged data for some cancer risk-modifying factors, such as rates for obesity, physical exercise, and diseases that may compete with risk of cancer (e.g., cardiovascular disease and infectious diseases), are either not available or were not included in the analysis. In addition, there are cancer risk-modifying factors that are particular to a few countries or regions within countries. Examples of such factors include poor sewage disposal, which is a risk for Helicobacter pylori infection and gastric cancer [126] , arsenic in drinking water and risk of renal cancer [127] , industrial pollution, a risk factor for several types of cancer [128] , betel quid chewing and risk of head and neck cancers [129] .
Conclusions
This multicountry ecological study of cancer incidence rates in 2008 found that lung cancer incidence rates, supply of energy derived from animal products, latitude (an index for solar UVB doses), and per capita GDP had the largest number of significant correlations with various cancers. Alcoholic beverages, animal fat, life expectancy, and sweeteners had significant correlations with a few cancers. This study found inverse correlations for cereals, per capita GDP, and latitude for one to three cancers each. For all countries, the models explained 9%-84% of the variance, with median values of 62% for males and 54.5% for females. For countries with high-quality data, the models explained 6%-75% of the variance, with median values of 55% for males and 41.5% for females. Since most factors considered are environmental, rather than genetic, one may reasonably conclude that environmental causes of cancer contribute much more to cancer risk than do genetic factors, and thus lifestyle changes could reduce much of the cancer burden.
